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DETAILED ACTION 
Continued Examination Under 37 CFR L114 

1 . A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1 .17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1 .17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. Applicant's submission filed on October 20, 2005 has been entered 

Response to Amendment 

2. Claims 40-47, 50-52 and 56-72 are under examination in the instant office action. 

3. The Text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

4. Any objection or rejection of record, which is not expressly repeated in this action has 
been overcome by Applicant's response and withdrawn. 

5. Applicant's arguments filed on October 20, 2005 have been fully considered but they are 
not deemed to be persuasive for the reasons set forth below. 

Claim Rejections - 35 USC § 101 

6. Claims 40-47, 50-52 and 56-72 stand rejected under 35 U.S.C. 101 because the claimed 
invention is drawn to an invention with no apparent or disclosed specific and substantial credible 
utility for those reasons of record in previous office actions of record. 

At pages 3-4 of the Response, Applicant first reviews case law pertinent to the utility 
requirements and refers to the appropriate section of MPEP as well as to Utility Examination 
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Guidelines. Applicant further refers to case law to support the statement that in order to satisfy 
the utility requirement, "utility need not be proved to a statistical certainty" (pages 4-6, 
specifically at page 4). Applicant summarizes the evidence for the asserted utility of the claimed 
polypeptides as being "useful to treat tumors by affecting neovascularization and for the 
stimulation of angiogenesis" at page 6. Specifically, Applicant submits that "Applicants 
[. . .]provided reliable evidence that PR0444 stimulates c-fos in pericytes. [. . .] at the time the 
application was filed, in was well known that pericytes are involved in angiogenesis. 
Specifically, studies had shown that pericytes are present in newly formed capillary sprouts, and 
that pericytes are involved in later stages of angiogenesis, including survival of newly formed 
vasculature, for example by secretion of VEGF. [Also,] it was well known at the time the 
application was filed that VEGF is a potent angiogenic factor, and the VEGF expression is 
regulated by c-fos. [Accordingly,] the skilled artisan, like Applicants, would more likely than not 
believe that PR0444, as a stimulator of c-fos in pericytes, would be useful as a therapeutic target 
for pathological angiogenesis, as well as a tool for stimulating angiogenesis" (bottom at page 6). 
Applicant's arguments have been carefully considered but are not deemed to be persuasive for 
the following reasons. 

The instant specification discloses structure of a novel polypeptide designated PR0444 of 
SEQ ID NO: 9 encoded by polynucleotide of SEQ ID NO: 8. The specification further discloses 
that polypeptide of SEQ ID NO: 9 "act[s] to induce the expression of c-fos in pericyte cells" 
(page 142, Example 60, assay 93). Based on this finding, the specification asserts that the instant 
polynucleotides encoding polypeptides of SEQ ID NO: 9 are "useful not only as diagnostic 
markers for particular types of pericyte-associated tumors but also for giving rise to antagonists 
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which would be expected to be useful for the therapeutic treatment of pericyte-associated tumors. 
Induction of c-fos expression in pericytes is also indicative of the induction of angiogenesis and, 
as such, PRO[444] polypeptides capable of inducing the expression of c-fos would be expected 
to be useful for the treatment of conditions where induced angiogenesis would be beneficial 
including, for example, wound healing the like". 

As fully explained in the previous office actions of record, PR0444 polynucleotides 
cannot be used as markers for pericyte-associated tumors because there appears to be no 
disclosure that PR0444 is exclusively present/absent or expressed at the altered levels in 
pericyte-associated tumors. Further, the evidence presented in the instant specification as filed is 
inadequate to support a conclusion that PR0444-induced activation of expression of c-fos in 
pericytes is specifically related to angiogenesis. Therefore, the Examiner maintained that two of 
the Applicant's originally presented asserted utilities (as a marker for pericyte-associated tumors 
and for induction of angiogenesis in wound healing, for example) were not supported by the 
instant specification, as filed. 

Beginning at page 7 of the Response, Applicant submits that at the time of the filing, the 
role of pericytes in angiogenesis was fully established and refers to articles by Nehls et al., 
Phodin et al. and Ozerdam et al (the last cited by the Examiner in the previous office action of 
record). First, it is important to clarify that the Examiner never disputed that pericytes have a role 
in angiogenesis. Anatomically, as a part of vasculature, pericytes are reasonably expected to play 
a significant role in formation of new blood vessels or angiogenesis. However, there appears to 
be no information available at the time of filing regarding their specific role in angiogenesis (see 
Applicant's cited art). Moreover, information presented in post-filing publication of Ozerdem et 
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al., 2003, clearly indicates that it is presently not fully understood if stimulation of pericytes 
results in up-regulation or down-regulation of vascularization (middle at page 8 of the 
Response). More importantly, the art at the time of invention does no substantiate the nexus 
between stimulation of c-fos in pericytes and their involvement, positive or negative, in 
angiogenesis (see specifically Applicant's reasoning on pages 10-1 1 of the Response). 

At page 8 and page 1 1 of the Response, Applicant reviews articles, which disclose role of 
VEGF on promoting angiogenesis. The Examiner agrees that the role of angiogenic factor VEGF 
is well established. There is also no dispute that the art at the time of filing discloses that 
pericytes could secrete VEGF. However and contrary to Applicant's statement ("c-fos stimulates 
VEGF expression" at page 1 1 of the Response), there appears to be no evidence of record to 
show that induction of c-fos in pericytes is directly and specifically associated with expression of 
VEGF. 

Applicant argues at pages 10-11 that because c-fos encodes a subunit of the nuclear 
transcription factor AP-1 and because AP-1 plays a role in the expression of VEGF, then c-fos 
stimulates VEGF expression. Applicant's arguments as well as presented articles by Tischer et 
al, Shima et al. and Kolch have been fully considered but are not persuasive because the 
relationship between c-fos , AP-1 and VEGF expression is not obvious. Applicant's reasoning 
lacks support in the specification as originally filed and also in the publications of record because 
there appears to be no indication that induction of expression of c-fos protooncogene that is 
known to be induced by many cellular stimuli, including growth factors, cytokines, T-cell 
activators, UV irradiation, hypoxia and PMA (see reasoning in the previous office actions of 
record and also Orlandi et al., 1996, Proc. Natl. Acad. Sci. USA, Vol. 93, pp. 1675-1 1680) leads 
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to stimulation of VEGF expression by means of AP-1 transcription factor. On the contrary, 
Orlandi et al. publication discloses that, for example, in fibroblasts VEGF expression is 
unaffected by c-fos. 

Applicant further refers to the Declaration of Dr. Gerritsen (The Gerritsen Declaration) 
under 37 CFR 1 . 132 filed January 31, 2005 and to publications by Ellis et al. , Kirkpatrick and 
Willett et al. (pages 1 1-12 of the Response) . The Gerritsen Declaration was considered and 
answered in full in the previous office action of record. Briefly, the Declaration is insufficient to 
overcome the instant rejection because it does not provide support for relationship between 
expression of c-fos in pericytes and angiogenesis. With respect to the publications used in 
discussion on pages 12-13, Applicant is advised that the asserted utility of the claimed invention 
cannot be relied upon disclosure available after the filing date of the instant specification. It is a 
matter of law that the specific and substantial credible utility of the claimed invention must be 
fully disclosed at the time of filing. As such, the instant specification discloses induction of 
expression of c-fos in pericytes treated with polypeptide of SEQ ID NO: 9 but discloses no 
evidence or sound scientific reasoning to support the asserted utility that polynucleotides 
encoding polypeptides of SEQ ID NO: 9 could be useful in stimulation of angiogenesis. There is 
no disclosure found in the instant specification or in the prior art of record that would specifically 
substantiate the nexus between c-fos activation and expression of VEGF in pericytes or between 
c-fos activation in pericytes and angiogenesis. 

Applicant's analysis of articles by Sakurai et al. (2002) and Otani et al. (2000) on pages 
14-15 of the Response has been fully considered but is not persuasive. Contrary to Applicant's 
statement that "Sakurai et al. demonstrates that factors that stimulate c-fos in pericytes lead to 
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stimulation of VEGF" (bottom at page 14), information presented in publication of Sakurai et al. 
fully supports the Examiner's point that activation of c-fos is a non-specific immediate cellular 
response to plurality of different factors. For example, Sakurai et al. describes that expression of 
c-fos mRNA was induced by FCS (fetal calf serum) and various prostaglandins (see Figure 5); 
however, only PGD2 affected the expression levels of VEGF mRNA (page 2779). Further, Otani 
et al. demonstrated that angiotensin II stimulated VEGF expression on pericytes (page 1 192), 
and angiotensin II stimulated c-fos expression in pericytes (page 1 195). There appears to be no 
conclusions made in Otani et al. publication to support an assertion that any factor that stimulates 
c-fos expression in pericytes also stimulates expression of VEGF. The Examiner strongly 
disagrees with Applicant's statement that "those skilled in the art would more likely than not 
believe that PR0444, as an inducer of c-fos in pericytes, would promote angiogenesis" (middle 
at page 15 of the Response). On the contrary, a skilled artisan, knowing that addition of fetal calf 
serum causes induction of c-fos (see Sakurai et al. above, for example), would readily appreciate 
that disclosure that PR0444 polypeptides are capable of stimulation of c-fos does not provide 
any meaningful or definitive evidence that PR0444 molecules could be used as therapeutics in 
treatment of pathological angiogenesis or any other clinical conditions. 

The U.S. Court of Appeals for the Federal Circuit recently addressed the utility 
requirement in the context of a claim to DNA See In re Fisher, 2005 WL 2139421 (Sept 7, 
2005). The Fisher court interpreted Brenner v. Manson, 383 U.S. 519, 148 USPQ 689 (1966), as 
rejecting a "de minimis view of utility" 2005 WL 2139421, at *4. The Fisher court held that § 
101 requires a utility that is both substantial and specific. Id. At *5. The court held that 
disclosing a substantial utility means "showfing] that an invention is useful to the public as 
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disclosed in its current form, not that it may be useful at some future date after further research. 
Simply put, to satisfy the 'substantial' utility requirement, an asserted use must show that the 
claimed invention has a significant and presently available benefit to the public " Id. 

Just as in Fisher case where the Board reasoned that use of the claimed ESTs for the 
identification of polymorphisms is not a specific and substantial utility because "[w]ithout 
knowing any further information in regard to the gene represented by an EST, as here, detection 
of the presence or absence of a polymorphism provides the barest information in regard to 
genetic heritage," (Id., slip op. at 15), in the instant case, in view of the absence of clear 
understanding of the relationship between polypeptide of SEQ ID NO: 9 and activation of c-fos 
and also what effect this might have on angiogenesis, the instant claimed polypeptide PR0444 is 
suitable only for additional research to identify or reasonably confirm a "real world" context of 
use. 

Therefore, for reasons of record presented in the previous office actions and reasons fully 
explained above, the instant rejection of claims 40-47, 50-52 and 56-72 is maintained. 

Claim Rejections - 35 USC § 112 

7. Claims 40-47, 50-52 and 56-72 stand rejected under 35 U.S.C. 112, first paragraph. 
Specifically, since the claimed invention is not supported by either a clear asserted utility or a 
well established utility for the reasons set forth above, one skilled in the art clearly would not 
know how to use the claimed invention. 

8. Claims 40-44 and 56-59 are rejected under 35 U.S.C. 1 12, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application was filed, 
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had possession of the claimed invention for those reasons of record as explained in the previous 
office actions of record 

To traverse the instant rejection, Applicant presents essentially the same arguments 
(pages 16-19 of the Response) that were fully considered and answered earlier in appropriate 
sections of the previous office actions of record. 

At pages 19-20, Applicant refers to In re Wallach and argues that since the instant 
specification "disclosed SEQ ED NOs: 8 and 9, and claims nucleic acids which are at least 80% 
identical to them or nucleic acids which encode them, and which meet the functional limitation 
of encoding a polypeptide that stimulates c-fos in pericytes" (bottom at page 19), then the 
requirements of 1 12, first paragraph, written description are met. Applicant's arguments have 
been fully considered but are not persuasive for the following reasons. 

With respect to In re Wallach decision, the Examiner fully agrees that listing of every 
polynucleotide that meets the limitations presented in the claims 40-44 is not required to satisfy 
written description requirement. However, as fully explained in the previous communications of 
record, the only two molecular embodiments that are disclosed in the instant specification as 
originally filed are limited to polynucleotide of SEQ ID NO: 8 and polypeptide of SEQ ID NO: 
9. Knowing that stimulation of c-fos expression represents a non-specific cellular response (see 
reasons of record in appropriate sections related to lack of utility of the instant invention), one 
skilled in the art clearly cannot rely on the assay disclosed in Example 60 of the instant 
specification (top at page 20 of the Response) to distinguish which molecular embodiments that 
demonstrate at least 80% structural similarity to the polynucleotide encoding polypeptide of SEQ 
ID NO: 9 are encompassed by the instant claims. Thus, the instant specification fails to provide 
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written description of the claimed polynucleotides so that a skilled artisan can envision the 
detailed chemical structure of what is claimed. 

Conclusion 

9. No claim is allowed. 

10. This is a continuation of applicant's earlier Application No. 10/066,500. All claims are 
drawn to the same invention claimed in the earlier application and could have been finally 
rejected on the grounds and art of record in the next Office action if they had been entered in the 
earlier application. Accordingly, THIS ACTION IS MADE FINAL even though it is a first 
action in this case. See MPEP § 706.07(b). Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no, however, 
event will the statutory period for reply expire later than SIX MONTHS from the mailing date of 
this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Olga N. Chernyshev whose telephone number is (571) 272-0870. 
The examiner can normally be reached on 8:00 AM to 5:00 PM. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Janet L. Andres can be reached on (571) 272-0867. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



OlgaN. Ckernyshev, Ph.D. 
Primary Examiner 
Art Unit 1649 




November 16, 2005 



